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(54) mno^mi +9~«tts«3iibfcu>/'«« 

(57) [mm 

IMM] ^MW^\ (biological response modifier 
s: BRM) vSmk^7-« (BAKS 

CD 3 tSftcO^ftTT-'f i^-d^ 3 y Ltz^^. I L 

X. 1 00 0#<2/m lO I L- 2^1 0 00-2 0 0 
0*{i/mlc7)I FN-a-C|«7l 5i«-|BJ(035Pl^ff d ^1 



BEST AVAILABLE COPY 
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CDS im(r>^rx'i^m uzm. i l - 2 ^^tmv 

tmt. iX^^X' I L - 2Rl/ 1 F N - a xii^immt 

mmK i5omm:i--yhi^xtx'S)i:itimitt 
h&mm\{BRM) iizx-jx-ismt^tifz^y-m 

1 immmmi ( b rm ) izx-^xmmt^tu-.: 

[if^3S3] ^^^IJ (BRM) izX-oX'S^it^tl 

jt:=jf5-«**. msmiBRM) {zx^x-mit^ 

tmm 1 xi±2im<^mim\(>zx -oxmmL^ix 

m^m4 ] iiRa^j ( B RM ) izx ^xmmt^ti 

ym^mi^-fh c d 5 6 ^'mmx-hh:: t mmt 
'tmsm3^mcr>mimm (brm) i,zir>xm^t 

5 6f^mm^5 0%\iLti^ttlX\>^lZtt:mSLtt 

m^m4um<D^mm\ ( brm) izx-^xmrnt^ 
titi^y-mmiists u y^m, 

imSm] ±!WflJ (BRM) &^®Wt3#^=5rV^ 

z t imt-rimm 1 ~ 5 <7)\^■mMm<7)±mW: 

SiJ (BRM) Jci-?tvgtt^b$iut#9-«|j}aSr-&tfU 

y^-m, 

umm ] ±mm\ ( b rm ) *m l- 2at/ 1 f 
^-ax-hh^it^mt-timi^meimco^mmi 
(BRM) izx-^xm^t^tifz^^-mmi-tttoy 

CD 3 tn.i^<7):^TX'-( y^^K-^^ay Itztk. I L 
-2t-^imX'imt. iXV^t'I L-2arXI FN-a 

x-mM^^^itimti z b i:'mbi-in^m 1 ~ 

m^m9 ] I L - 2^mmx'cr)^mtiK m<oi^ 
^Tizmtii :i b i:mb -timmsm^mmt 
^tifz^y-mm^tsu ym<r>mkifm> 

[ft*3SlO] IL-2RX/IFN-aizXm^m 

mcr>m^immi)K 1 0 0 omfl[/m 1 co i l- 2 1 1 

0 0 0~2 0 0 0m{i/ml COI FN-aT'*^Jl 5^m 

no'isi3t.immvhi>zb^mLb-tim^m8Xii9 
sm<r)'^m:^titi^y-mm'ktsv y^M<^mmij 

m. 



[000 1 ] 

S:t*>. B^co^^VT^-^fy-^y (QOL) SrSi 

I. . msimi>znti^y-^mim it: u wn-^j; 
<^wkmi>zmth, 

[0002] 

QOLi:mnthmmnmT^mmm^xo^zy'x 

[00031 ^y-mmco^timmw^^mmt 
X. ^mim-riijmbLxm(>tLX\^immm 

bLX. Vyt^:^^ym^it^y'- (lymphokine activ 

atedkiller cells: LAK) «5rfflV^|,«^^3^ft 
*^^-^r>'<.;^^^:J; OfSS$ilTV^|>( Immunology To 
day 1988 ; 9: 58-62). iO^^^&^^feJi. ^^^0* 

-2 (iL-2) bb{>{zimL. "^mt^titzmm 

I i^-2bMz^.^Wnzmtb\<^o-}im:hhi)\ sij 

m-^ y y^N-^^r^iiL I L- 2 -cmt . vstt^t^ii 

^ U y^-^SrS^tc IL-2 1 ^fcM-1lS?S«3ttU ws* 

^(tumor infiltrating lymphocyte: Tl'DWikifi^ 
^^tlfzd. Clin. Oncol. 1989; 7: 250-61, J. Immun 
ol. 1989; 142: 4520-6. J. Immunol. 1991; 146: 1700 

■fSfflfla^^'t4T>;yy\^(cytotoxic T lymphocytes: 

cTLmmtmmiijmi^m^-^tix^^hiJpn. j. 

Cancer Res. 1989 : 50 : 337-45) ^(OmmhWli^m 

(TimtfZ. c TL<7>!mi>zt^js\m>i}^^mcrtmmi)ih 

tz. *l|BJ^ij. 4tlM^J(biological responsemodif i 
ers: BRM)^Stt'^b^f 7-W(BRM activated kill 
er:BAK«))^fttOV^-C|g^ (OT ""HUlgj tV^ 
■3) LTV^^ (Biotherapy 1998; 11: 241-253) . i<0 

b^zx-iX. %mmr>mmmm\^. ^fz^mmw^ 
h%j<^x'hh, 

[ 0 0 0 4 } T u ynn<r>mmzMm^. -mmmtm. 

WiZhhWkm^hTWm^'>zr^-{^ cell race 
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Ptor: TCR) iZlia 0mtr Smm^ . a 

or histocompatibility complex : MHOfiSc^ttf?) 

I L - 2 cfc 0 xaa uzmMcT) l a k wi^s^co « ys 

<mum^m:^^htmz. wm^mmmzm 

[0005] HufSfc*3v^T . ^mm^^mm^zmmt^ 
^y-m&(^itm^'Si^hizii. h^:^'tibtjLCD3m 
i^i:yyxa^mizm^LtimmimcD3tm^m\^ 
X. iB^.^^}'mwiUzv y^m^mmi-?>^ti}-^ 
•c'*)Sci:S:. :^m^(i>itmzmix$5'o. 
m\MCD3mi^t:m\'^xmmLfzvy^'^izii^«7) 

m^<r>^^h^^ym{iFN-r. TNF-a^) ^ 
Ztli^lFH-r. TNF-a3&<BAKiNBJia<0 

±w^mmmm^^^ h^-f ymxhizt (ciin can 

cer Res 3. 633-643, 1997) CD 5 6^ (CD 5 
6M fflM{±CD5 6^tt (CD 5 6-) «J:t9t>3SV^ 
iMfla^»vStt^W1-|.C:i: (J Immunol Methods 136, 1 
-9, 19%) S:Bffit:|gSLTV^|>, 

[00 06] mmzn\<^xm^iti^u^i^-(y'<^m^ 
^^mx'h IB A Kmfmma . m^it^titztjic d 

3tm. lL-2RX/lFN-a X-mmt^tlti U 
tz U >'A'^{i^< OC D 5 6 ^«*>/i>m$<XT*3 

0, cD5 6mi(7)MHc-im^^<7)^y-mmx'h 
^r^Tsamaat/NK (■^f-j.7;i^^7-) «3&>w 

^ C D 1 6* CO U y 

^Mtix^m^ti. cD5eimco%mizm-:^t--o 

co'^ry^-t-yhiz^m^tix^'^^, Z<D0-hCDie*C 

D56*NKM{i. CD16*CD56-NK«j;0 

i>m.^^mmmmm^Lx\>^?>, cDsetmimu 
c -i^mmmmmmmirt^ c d 3* t u y^ 

(i. r ST* CD 5 e^mmiir ST* CDS 6-mmx*) 



C D 1 6 l^ttN K«C0 0 *>t% C D 5 6 

D 5 einMliW^^I^-^ (neural cell adhesion 
molecule: NCAM) fcPIH^^&O. CK^^ 

N C A M(i: . mmmm±l,Z 5 OC?) I g G:^<;oMii^:t-r 
izti>^^ixx\i'^l, 

[0007] 

v^T$g§ tT^cHuiBB A KmfmMmmiimi}^j:ijmx'h 

B^oiiStl. BAKM^jf^co^ftm^iOl^a^l.^: 

ij-t-h V ym(^m^-jjm^:mm't^ ztizh^, 

[0008] 

izi5ifl B RMfc i S >; yj^tp<r)r $ TBMb N Km 

mcommm. I L - 2 i& jDi.^cm«!'4'-e*«; 2 aiisi^ii 

I L-2^ I FN-aT'WvStt-fb-ri.;tt: 
X'oX^j:^titti\ BRMfcj;|,vgtt^tc7)^fr^K#-r 
I. C ^ J; D . iflBi3Jt^«|S|Wtt*^'^ t < 

tiBAKmmt:-^t£V ymmii>tii z t ¥hi)---> 

fz. tfz. BRMizxm\timmi,zx^mM-thcD 

tit. -et-c. Missffl)iaifsi±*^^t<K#$ti:tBA 

^zb. QOLcr,\b\±i,zm--thzt. wmmm^^z 
t. m^izx-oxim^m^m^em^mm^hiz 

[0009] 'r^j:h-h^mii. ^SlSLi}>i^^WLUzM^ 

^mmmimc d 3mi^miETX'im uzm. i 
L - 2^^mmx'im l . <):v ^-c- 1 l - 2s.t/^ i f n - 
a x-ismtm.th zti^zx'on (^ti. ^^^f < 3S« 
\izm'hwmmm.ii^. 1 5 o^)^-«y v\:)±xh 
hzt^mm.b^h^^n (BRM) \.z^->x'm.^ 
^fifz^v-mmi'kts'iy)^ {m^-^i ) 

(BRM) (cj:oT«tt<l:$ti^^7-«S:^tf';y 

A^ (11*312 ) ^^^J!m\ (BRM) (:J:-?-CvS14 
^L^^i;'^^^-^*^'. :t1tSPJ (BRM) t^i^TvS 
tt'fb^^i/^ r ^ T«&t>VX(iN K«t:'fcl. c: i 
#Sti: -r 1 Xti 2lBi5c^4!|^r J: oT^tt 

€$^i?t=Jr7-W$:-^t^UW\-« (ft*3S3) ^ 

^mm (BRM) ck o-cvStt-fk^ixTt r <^ Twmm 
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c D 5 6 mm^Th lilt tinm s lete 
±m^^-ti c D 5 6 mmmti^ 5 o %jju:ir^ ii-c 

I.C:i:Sr#jti:rSil^4ie«<^^!|«ji!K'J (BRM) 

JI5) ^mmm (brm) ^ii«e<jt-ir^^v^c:,h 

(BRM) ili-^-CvSit-fb^il/cdf-^-liiiaSr^tfyy 
^'N^ (iii^3l6) mamm (BRM) ilil L-2R 

x/iFN-aX'hiztmwLb-tm^m6Mm<^^ 

l^mi (BRM) t^ioTvStt-ft^ilfvr^^-lfflia^t- 

[00 10] tfz^^mii. ^m-(>m.iti^m 

Lf^ft . I L - 2 -^Wtgililf tS« L . ^-C I L - 2 S 

t/ 1 F N - « T'm^BtravStt-fiij&a-ri. ztmrntt 
iia^ y y^M<r>mmjjm ( s*«8 ) i l - 2 

y (ff*JS9 ) I L-2RV: I F 

N-ai/zx mM^mcri-imimmijK 1 0 0 om<a/ 

ml(7)IL-2i:100 0~200 0#R/m I (OIF 

N - a T-^ 1 5 a vStt-fb^jaat'S) utmmt 
tsvym<7)mmijm (w^^si 0) i,zmth. 

[00 11] 

titi^y-mMt:'ttsUy^mii. y^r^ (Daudi) 

^mmzn-thmmm'm.ifii 5 omm:^--/ ha 

mti. ±BBRMtixiimHsisLm.mm. (pbm 
c ) izm IX ^ commmmm^if) 0 h t 

A^ymm^ YijA ym^m^-fh 1 tifix% . 



[ 0 0 1 2 ] i Jt. ^ML^^j-tmt Lx\t. mmm 
<m^mm.^^^hmm:hfi\m\,z%\mii\.h i 

•k^mm.mth^'y-mwi lt. m.mz^ tc 
Rr8m^hr8'vmi&'^. i%Qwm<^Fc% 

"hMz^^^hmmwm^t LTa'^nscD 1 ejsi 

S3iMfiiJS^I|31-r-l. N KM^^^tf § ^ h i}ix^ . 
vlii/^04'X'i /3 -xy h';l^7 >f yM^IgS- W-tl. C D 
5 6 ISISiHBflS, f ^:i?^C D 5 6 l®tt<7) r 5 T«^C 

[0013] *%HjcoBRMlcJ: oTvStt-ft^ix/i^^ 
-»2r-irOy y^fcLTtt. CD5 6^ttc7)r^T 
«^NKW3E)>5 0%J.:Lh^^ixTl^l. y yvN-^^i^, 

^\^jmmmm^mis^'^0 -xy k/i-^ ^ y^ic 

I FN -am(0±^^Sm\ (BRM) 

[ 0 0 1 4 ] * fr^ mm^--/ h j imT<^x a 
itsjMo* [ jffl^ffifi ( c p m) ] t . ^WiBenatcBx o 

a.t^i/'^^K^tttl^cOM [ft:«;Scaiffl( c p m) ] i: . 

mmMm^mmrizmmnimiMcoi^tiiA [a- 

•y^^^7'>>'h'(cpm)] h$rX'<.^h;P;<fyv;i?'»' 
{%)^:Mtiii-h, mf^-"/Hi. 1X107^0X7 

X 7 ^-M*^^w$a)ia*^<>ioikscaj$3 o %mmt 
mmmm<r>mktx^ib^tii . Uit^-^x. imm 

jL~yUi. 1 X 1 07c7)X7xi?^'-M*^'^<^3 0 

x^mmthn b ti^x'% hmmmckwm-h mz 

[00 15] 
[|!C1] 



itftm^ (%) - ^^tflia <c pm) -nyi7^y'y>\^ (c pm) 



S^Mtiiffi (c pm) 

[0 0 I b \ ifmmBRm\,zX-iX'^mt^ilfz^y 

-mui^ts'jyj'mi. mm. i^xf<r>i:o\.zLxm 
mm^<7y\i^mzm^ Ltzmmm^c d b t!t«:o#«T-c 
?^Bg-r^cD3 {m.)<^i!iCD3mfb<^t^-^^mm 

LX. ^fcCD 5 6l^c7)r 5T«^i@^|*|MWt 
dO^^X'l L-2^WiM"CmilL. TiHOIi^N 

KM. i^tCCD 5 6I^i0r^T«^CD 5 61114 
cONKM$riMM$-ti-^.:f^. IL-2. I FN-a^O 
B RM Srfflv^TElf^B^^iStt^M-ri. CI fci 0 



X 1 0 0 



nyfjfy'fyyY (c pm) 

Ci:*-'-e#§. -etT. ^a^^o^zhX'^hfifz'iy)'^ 

nkTm\.. 'm.\mmz^\^tz i l-2. i FN-a 

^OBRM^||«Wfcl^UTtJ<ii:**»*U\ ^ 

[0017] i:Mmmmb \.x\t. y^r^wm 
m<mmmzm-h mwm^>m 1 5 0 ^)^- >/ 

Wkm-h^bfi^x^h, mm. wmcsmazBRm 
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^l>zmm-^t. 1 000#{a/m L-2i: 1 0 
0 0~2 0 0 0#fl[/m FN-aT^l 5*^<?) 

mmm^m i s o^j}iJL-.y hj,:i±i::5:s u va- 

«Sr#l.;i:*<T'#l., ±iBl 0 0 0#fi/m 1 cO I L 
-2i: 1 OOO^fi/m FN-ai:S-fflV%§Ji 

10 0 0m{i/m lcr)IL-2i:200 0#<5/m 1 O 
looi8]wMlf<immzii^^Xii. I 0 00#{i/ 

m ICOI L-2i: 5 0 0mfi[/m 1C7)I FN-ai:T'l 
10 0 Om{4/m 1 CO I L- 2 1 1 0 0 0#^i/m 1 CD 

I F N - « f 1 5 ^m&mt>m-t^ t mm^~ -y h 2 

0 0 m±c7)*^BHcO U y^'N^S- . 10 0 0 mfi/m 1 <7) 

1 L-2t 200 0m{5/m FN-aTl 5:}}-^ 

Vgtt«a^S ^?§^--y h 1 8 0^]gc7)*^BJc7)U 
y^Mmi ^ I. , :5r*5. J; d ^rMaiiig 

RMizx'O'ismt^tit^BAKmmii. '^^m2o%(r> 
cD5 6mmm^:^^thi^zm^'^j:\'^tiK 2Mmm 
■ mmt^ntiizX'oxcD 5 6^mmm^W5 o%h 

[00 19] 

\mm\ m\.z. m!m:Wrfximm:^w.mzm 
m-ht^. ^<mmymmmi\t:Lfih<nmvmizm 

mm\ [BAKWvSttS:iSi6;ti;wN^<7)iSjt] 

mTO*?^4Srffiffl L/C , O K T 3 a- y ( h 7 
r-'7vif-;^;P. 7^U;<?) *^4>mS$iiyi6i;CD3 
^y^o— ^;Uln;«c{i, ^v-^lVW^ (m^) *»<?,jiA 

2 ( r h I L-2 ) \i'mmmk m%) t^t^mxuz 

ic^Sr. th^I FN-«{i. 

[0020] ( B AKili|js^^ttS:^§^a^^ u yA^cT)^^ 

a) «g[C0Jtfftt^B^*>/o^t/c*ffijfll2 0m 1 ^ 
:a-M(3 50Xg. 2 5:5^) LT. Stillietl^o/c 

u y^-^^^tf^Mjflim^Ba ( p b m c > h^j-^^^k 

Uc. f#<^^lJtPBMC3~5x 1 Cli^r. 1 0%C7) 
b h A BjHm r h I L - 2 ^ 7 0 Omfi/m 1 T'^O 
30m mRPM I 1 640 + 7t§t|!i ( BSf^iltB^ 



^^fcS8) (cm^^. t»iCD3tn:#-Clfta$<X>t:2 2 

V^T\ 3 0m 1 C0PBIVIC5:±iB7 5;^3t3»L. C 
02#HmT3 7°CT'2B^tSSt. §A>ICRPMI1 
640 + 7^it!l^60mljBi.. § <i>tc 1-2 BtfUL 

[0021] i^mii^ ^-:><r)'?vx^\!z%\m'm^ 

)iai:2-3Stg*Lfc. 17 5#fi/mlc7)IL-2i: 
2 %c7)t h A Bjflljf Sr-#tfHyMediuin930B-10 ( n^h 

m \ ')^vY}v-kistsi}xmm<n)<^'fi^\,z'^\.^ 2~ 

3B^t|p«tT2o(7)A>/^tc^{t. C:ii2:§i^t:2~ 
3B^t§«LT4oc7)y>'v^t^{t?t, SffiS^ilhxy 

10 0 omfir/m 1 c7) I L- 2 1 1 0 0 0#fi/m 
1 CO I FN-a(zJ:-5T 1 S^^^gli-fMlSrtfo/c, 
0 . 1 %c7) t h r;U7' 5 y^^ts^-^-A^^x^i^-^ 
mth^b\zi.->x2m^^\.. IL-2S.I/IFN- 

aSrl^L. t#4>il/v:0. 5-1. 0 x l 0'»<7)U>^>'n' 
^2:2. 5%<7)hhT;l^ySi/^^tf4a:feJtS*2 0 0 
ml ^t-tflff?S>'N'-/^^fcAiX!to ^:£7)0. 5~1. ox 
1 QiOcOU y^W. 1 [ilcOBAK^Iflat^fctJV^-C 1 

[0022] %ws\2 vm.wm^m 

(.^mm) IL-2i:IFN-«^ffl\,^^M14« 
( I FN-aig^. ^Z-OWX^L 

tz, mmmcD3mii^mmizm< i l-2#4tt'co 

2 ji^C7)t§^ . iMJiif^iOP B MC $r , 1 0 0 0#ffi/m 
l<DIL-2t. 10 00m{2/mlX{i2 00 0m{4 
/m 1 C7) I FN-aT\ 1 5:8-^X{i3 O^^mHim 

yx^^-mmbt. r^yy'^mmmmimb-rm 
mmmm^z-:>\>^xm'<^ti, =5ri3. nmbtxa. il 

-2i:IFN-a^^Jirri.C:i:^r<. 15-^^^ >^ 

[0023] (iNB)ia^W^Sttc7)ao^) ifBvStt^C^l: 
J:0#4>ii/cX7xi?^-« (2X106) 10 
%cOt hJliim$r-i-tfRPMI 1 64 0±g«!llm 1 ^Ati 

ti2 4^3if\^<r)W-^y'u-hx-(y^AK-hLti. 3 

7°CX'2 4f^-f y^:uK-httl1k. X7x:7:?-|B 

)ia$rRPM I leAoimxsmm^Ltzm. i o%i^ 
^jum ( F B s ) ^-irtfRPM 116 4 ommizwrn 
Lti^ m^mmxh^^'^T^mm^. o. 5m 

KO^uAMi-h^J^J^ (Cr66. Jt«tt5mC i/m 
1 ; ICN. CostaMesa. CA) ?:fflV^3 7rT'9 O^^^T-g 
^L. 1 0%i^4^jfa?f ^-^tfRPM I 1 64 OtftlliT'3 
lsiav\ fitV^t^mi^lf^jSt, 1 X 1 O^X-^x/UCT) 

X7x ^ :?-*ffl)!S*<1^a6Jint (oiitv^s 9 6 '>x;>ujg 

mmmmmmb^j:i>xdi,zMx.fz. ge^^^numru 

-hSr50xgxm^:a-ML> ±;g2:#'>x;U*>/i>IlIiR 
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\,X^^\')Vfiy^i]'^y9- (Packard Instrument, 

Downers Grove. IL) X. Wmms^^omix^ilhmi 

(cpm)]{i8IW«^3%hUhyx-100 

im ) J:0maiUcJtS!cai$*O0%i:^l,^WW 
m^^. ^<mt: 1 X 1 O'cox^x^rJ'-aBBai^c 

*)(7)mm^mmmmM. t^j:h-h i o o oi^ixm 

[0 0 24] lll*>^BJ/i>*>;5:J;^fc^ lOOOmii/ 
mlOI L-2i: 1 OOOmfi/m 1(7)1 FN-aiiS: 
fflV^T 1 S^i-^viStt^t^l^L/vrtcT), Sl/f. 10 0 0* 
fir/m 1 CO I L- 2 ^ 2 0 0 Ome/m 1 CO I FN-a 
Srffl I. 1 5 ^^^vgtt»S t i co{4 . ?f Sfa- 7 

h ^ti^ix 1 8 0 nm.tf 2 0 0 m±-c^) 0 . 

T^V^d -^r, 1 0 0 0#fi[/m 1 CO I 

L-2 t 1 0 0 Om{i/m 1 X{42 0 0 Om{a/m 1 CO 

1 0 0 Omfir/m 1 CO I L- 2c7);^$:fflV^-C 1 5^WiX 

{43 0 ii-^vStt-ft^iia LTt: t CO wm(r>mmm^'&. 
[0025] m^m^ [ u yn-^cot§« • mwrnm 

(If^SJ) NKiffflHa. aySTiNHJia. r^T«. CD 5 6 

V^ii-yTA—Y (F ITC ) t'SiJt^^F ITCtJtC 
D 1 6ty^D--^;l^tn:#c, F ITCtiiTCRa/S^y 
^'n-:h;Hn;#:. F I TCfiiTCRr <^^y:?o-r^;^ 
Slfils. 7^3XU hUy (PE) -CSiSt/lPEt/iCD 

Wf.M'^^vyir -y^y^/y {-^^y^y^z^L-. ij 

[0 0 26] (7a— hU-) «C0-S»^ 
*±T'3 O^^jiMcOF I TCXiiPEXW^mLtz^J 

^ u-ir)vmx'^ Ltz . mmtmm^^ y^u- 

PMI 164 0T'a?fL. '?-il«»'^FITC^£-^^Uc 

^^F(ab' )zm-?'^x^^\jrvyimxiim 

•y b^^^o:/>Jyfilft (Cappel. Durham, NC) $:fflV> 

xm&iti, m&ttiztii^mim2^m^i. o. 
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^>^7'^'/^yhv-)UbLxm\''^ti> IFN-r^ 
ttr ^Tm4H?IS(Biotherapy 11, 241-53, 1998) 
imitiljWik^myu—^)-^ hp< hU-a (Flow cyt 
ometry) l,ZXm^lfz, 

[00271 (CD5 6BM4iNBIiai:CD5 6l^14«B)ja<0 

m) m^skmms& (pbmo cosemt 

JttA'CD5 6^i4Uy>'Nm. V-f :?nh'-X (Milten 
yi Biotech IncttM)5rfflV^7tX?W-fc:;P>'Vl^h^>co^rS 
(Geiselhart et al. Natural Immunity 15, 227-33, 1 

996) izx*)mifz, mmzmmttiif. y^a-ju 

-i^-"? mco\\-vzm^mm=mM.'h%mm,zi. oji^m 

ifll*^^PBMC5::5i-^L. ff'^il^^PBMCffcOCD 5 

b'-XTMSL, m^tyh.^W'^x^mzMm.m 
ajt^. ^/i. cD5 6iittiH8)ia{4E^wt3?g«$ii-e 

CO^tcO«i; fC^ii$ilfc, C:^I^>cOCD5 6litt 
M)iaS.lA'CD5 6ll14McO^{4. FACS (fluore 
scence activated cell sorter: ^3idvS't4'fb-fe/l^y— 

-) "jtmzi. om-fix9 8%ffcl.::i:*^i5*>ofc. 
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5 e^M^cotijD) fMB-ri.^3fc*$iil.^m# 
3^*'A>5|^MJtS:iCy^tCi5fcO«itlsI^t. IL- 

2 i?4T 2 jir^ts»fi.ii)is^j 1 %mm'&x'm.\^^ 

i\^z^'j-Wm:'kts')y)-^^WmUz. -et-c. ^ 

«<^Bfif^l3*3{t-SNK«. r5T«. CD 5 61^ 
iffljiacOtiJpfcov^Tlffl^fc, ^«$:ll2lCS^-r. 112 
^§^i.l.J:dt, a##■tl^^^^v^T^4, r^T«i: 

CD 1 6i©ttaeflacoMSfflii^36^^«{3j:-pTii]!iDL. m 
###6tt3v^t:»4. r^TSffljiaioitj&siijDL. 

hcOflH. CD5 6^«cOgc{4^TcO£^{3fcV^Ttt 
Jn-r^ii:^. BAK«cO±^^ffl (dftal^-i^a 
y) {4CD5 6llttr5TiN8)ia. CD5 6|©ttNK« 
^coCD 5 6lli4iNBJia*»/i>'3r^:: 

[ 0 0 2 9 ] t/i. mmmuzmh i l- 2ii?iETco 

23i^cotg«B§tiD(tl.#«lc^#cOifflMWvS14^C D 
^n^TcotSSisfS^ci^tz. t$«Si*iMtft«Lyt:« 
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fiaj 2 1 lilSltc^tof^. iSm^^ 1 fc^-r, ^ 1 *^<?> , * 
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'<7l'L;ty3-xyh';|^7>f y^jDi.. $^>(C16~2 4 

^?S5r7 6 0XgT'2 0^jS'i:^^SIL. -e^OijiSrii 

X. ^ti^fi(mfm^<r>fkmi^:^y'7i^y^v-i^ 



ay:^'^y^-X'm'&Lfz. ^c7);3-xy FyU7 -f yM 
«sc7)3SII-RJEvg14{4b h 0 -xy K;U7 ^ ycf T' 1 0 
QXX'h^. xy^r7 7- ijy (enkephalin). ACTWR 

W^vrv -y i^y^X'\io. 0 1 %\:!XTX%^fz, 
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os^fe) c D 5 6 mmmmc d 5 6 ^tt«{4. lu 

i5V>f ^ n t'-XatC i ->T*MJimi^« ( P B M 
C) ii^t^Mm.Ltzrd^^^X\ 2. 5mlcO106M^ 
RPM II 6 4 OtlPfllict'T'IflimSrm&DW: 1 61^^^ 

«t7ttS«±^fcfc{t-l. /3 -xy Y)Vy y lufSyS 
-xyF7i.7^y<7)^^atcJ:0i!l^t^^, fe^^«2 
(cs^-r, ^2lc^^$iil.J:afc. CD56 ^ttlfflfla^itt 
3&*8pg/m 10/3-xyK;P7'f ySrM4L;t. ClO 
«^{4. 1 OaiiOCD 5 6 IHt$fflliac7)Ji^, 2 0 n 
-X y h';P7 y*^^§ til> ^ i: icffiS-fl) , 
jiS^Ot h(7)«4j<7)yS-xyH;W7^y{4 5. 8± 
1 . 1 P g/m 1 t'S) 0 , *I&B^<^B AK|H)!a]t?£t;ffl 
B A KiNHiatC i -^T^^tlS i8 -xy H;U7 
>(y\t20nst-^xi><^X\ 4f*tC:fc-5TWSiO«tV^ 
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tt^— xy K:^' y y(neuro-iiiimune-endocrin 
e : N I E)^m:tg6<)t3M4-r-i.. ^^IIWN I E« 

x'hh t^t i^tih. t^t^h c D 5 6 ^wmm^'mm. 

N I E!emClh^Zt\iZ.tltX'^<%t>iXX\^^j:iJ>^ 
tz. :L<nXo\,z. CD5 6l©ttiHBjia(wJ:Si8-xyF;U 

7 ^ ycO^atiB AK$IfiS^}£JZj; -?TP@$ilS-ji 
(^mmE.m^zmWj:\m^^tzLX\^h t^t^tih. 

0 -xy Y)vy ^ yim^^zmm^mm ■ mtm 

fflSr^t. Lf^t^-^X. BAKiNBjiSRa^*&J6T2~3 
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*j%B3oB AK«^it^iSa6^^ aau y^N°«^fflv^/s 
BKKtmm&i:mLtz^^\t. ^^stm^Ht^m^ 

m-k^ntzm(m^m±.^m. LfzA Aom^T'^) 
h , filBt: tJV . I F N - r r ^ Tffl!a«oSiJ 

^if' 1 %i^ATojtmt#{4 B A Y.mmm<r>nmz^£ 

rmmm^ti'ixui^x^h^^itij^t'oii^ivmi 

tz. m3i.z. m^ottsi )mm$k. wmsk. 
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[0038] -iyyt-AVay-tyh^^x.Xf)^i^. 

s^O^^BJcoB AK«S: 1 mmMfXB 1 IIIX{±2ji 

miz 1 m^jgait L^, B A Kmmmm^m4 iz 

Tjk-t. ±XCOB^(^"ffW)^ (performance status) it 

TF^^tix^^hXoiz^ 2mmim'r^zbi,zx-yx§M 
1 7 A^Tcop BMctfJioc D 5 emtmm^^mtut 

t ixcomm\mitm& hap) mQOL-?- 

X/mSdZ^^tihXoiZ. fztm-?-:^-M& { I A 
P) ifiimUz^-^X'i,. ±X(D^(DQOUim^^j: 

^^tiixoi,z. im^zx-^XTSTmrnx/NKmrn 
(CD 1 emmm) (7)mmauz. m^m^m<D 
A# $ ^mm<^^^^ 3 ^m^it^. 
mi^^mx'h-^t: (03 ) , #-^1 ocoB.m(^m 



m2iz^^ti^xdi>z. imizx-^xr sTmrnBt. 
IXC D 5 6 mmmcom^atrz ,#^10 
mmmz w^tixi^tzt<2 Mm^z~m^mx'^mi)> 
(>mm-^ z b tf^x'^ tz, cico^ tii. ^WLmi>zB:m^ 
QOL*n 7 Ma±jmx'^fziib^^Lx\^i> (n 
3) . ;icoMmii^mmcomitkifzmi8m. m 
Lfz^k son mzwt uztK jz-tco imtx'$'<cr> 

M^^j:'mi,zmnLX\'^tz. msiz^-tXoiz. BAK 

mmfmt^mmr^m(r>tzibx'^^j:<^j:r>tz7 
<r>§Mcr>mm%im<^j:'^tz. ^^aco&^com^. m 

2lZ^^il^Xol,Z. imi,ZX^XNKmm iCDie 

mmm) mcus emmmcomtimauz. m 
8ff)^^ii^^m^mmizi}^i!)^-3x\i^tzi)K bak 
mm&mi:i^ibxti'i^ c Tmmi>zxtLimm^ i 

fz. 
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